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Concise Explanation of Japanese Reference 

Japanese Patent Application Kokai Publication No. (JP-A) H08-205 94 (unexamined, published 
J apanese patent application) [Patent Document 1 ] ; publication date: January 23, 1 996 
5 Title: Antitumor cycloalkan amine derivative-platinum (IV) complexes 

This document discloses antitumor cycloalkan amine derivative-platinum (IV) 
complexes for use as anticancer agents. Platinum-based anticancer agents, such as cisplatin and 
carboplatin, have conventionally been used in the treatment of cancers such as ovarian cancer, 

1 0 bladder cancer, lung cancer, and hand and neck cancer. However, these anticancer agents were 
intravenously injected and imposed a great burden on patients. Furthermore, the development 
of platinum-based anticancer agents against other types of cancer, such as brain tumors, was 
desired. This invention provides antitumor cycloalkan amine derivative-platinum (IV) 
complexes which are highly lipophilic, have remarkable antitimior efifect, and are intended for 

1 5 oral administration. The invention is expected to be effective in the treatment of tumors of 
various organs, including brain tumors. 

The invention disclosed in this document relates to platinum-based antitumor agents for 
oral administration. However, the document does not mention any use of hydroxyapatite 
particles to support these antitumor ^ents 
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[0 0 0 6] 
[0 0 0 7] 

1 3 

P t C l2 (OH) 2 (C« HiiNHz ) 2 

5feT. PtClj (Ct HiiNHs ) 2 10.26g (22.1 

mmol) l;:-:^>t5^;i'7-fe: h75 H (DMA) i:31%H2 O 10 

mmmz^mLXP tClz (OH) j (C. HuNH 
2)2 • 3/2H2 02.62B itRm2i96) 

[0 0 0 8] 

[«S^2] 

P t C 1 2 (OH) 2 (Ce Hs NHj ) 2 fl>#^. 
itr, PtClj (Cs H9 NH2 ) 2 l.Og (2.29g 
BUBol) 1C31%H2 O220El&iDAft:= :*<'^T. ll5S0iJl 
iiBHil:L.TP t C I2 (OH) 2 (Cs Hi, NHz ) 
2 • H2 O 420iig (IR^3936) a? 
[0 0 0 9] 

PtCl2 (OH) 2 (Cj H1SNH2 ) 2 

5fe-f, P t C I2 (Cr HisNHz ) 750nig (1. 52ini 
ol) tDMA20iB) i:H2 O2 10ml <£JnAS:= H 
;lfi^f 1 tlieilCLTP t C Is (OH) 2 (Ct HuN 
H2 ) 2 ■ 1 / 2 H2 O 430ing (JKS?54%) 

[0 0 1.0] 

[^iSM4] 

P t C 1 2 B rj (Ce Hii NH2 ) 2 ffl^^. 30 

Ptei2 (Ce H11NH2 ) l.OOg (2,15imiiD 
1) ICB r2 0.35g (2.19iimiol) i*20ml £llD;i— 

^Jci-iTfSUfctt^&^gibTP t c 1 
2 (Cs Hi,NH2 ) 2 270iig (iR^OSfi) &*fc. 
[0 0 11] 

[^:^^ 5 ] 

PtCljBrj (C7 H1SNH2 ) 2 
5fe-r< PtCl2 (Cr HisNHi ) 2 l.OOg (2.03™ 
ol) iCMeOH20fflltB r2 0.33g (2.06iiuboI) Srln.^ 
Tl^Mjt#Lfcft. HB r 2inlS:lDAT305J-raKJ£:S 40 

■Sfc. 3>:t,iT. SfeUfcaSS^StLTP t C I2 Br2 

(Cr Hi 3 N Hi ) 2 o.42g &mrz, 

[0 0 12] 

PtCl2 (OCOEt)2 (Cb HiiNHj ) 2 ©-& 

ife-f. PtC I2 (OH) 2 (C« HiiNHz ) 2 1.00 
g (2.01iimiol) iCO (COEt) 5 6inl ( 46. 56iniiiol) 

+U->&10A.. *i;fc«:S=S:5mbTP tC I2 (DC a) 
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OEt) 2 (Ce Hi:NH2 ) 2 700Eg (1X^57%) S 

[0 0 13] 
[*^W7] 

PtCl2 (OCOPr)2 (C6 H31NH2 ) 2 

ifer> PtCl2 (OH) 2 (Cs Hi:NH2 ) 2 0.80 
g (l.eiimol) (rO (COPr) 2 Sml (18.4iii])ol) & 
iDAfc. JJcViT. ft^fifij 6 tl^Str L-TP t C 1 2 (O 
COPr) 2 (Ce H11NH2) 2 ■ .1/2 H2 O 60011 
g (K*58%) 
[0 0 14] 

PtCl2 (OCOBu) 2 (Ce HnNHz ) 2 

ifef, PtCl2 (OH.) 2 (Ce HuNH2 ) 2 0.80 
g (l.einniol) CO (COBu) : Sml a5.3imiiol) ^ 

inAfc, ^iiT\ mmme tmmizhrp ten (o 

COBu) 2 (Ce H11NH2) 2 • 1/2 Ha O 360ni 
g (IK^34S6) 
[0 0 15] 

PtCl2 COCO (CH2 ) ^ CHs ) 2 (Ce Hii 

NH2 ) 2 

PtCl2 (OH) 2 (Ce Hn NH2 ) 2 0.27g (0. 
oAmol) ICO ceo (CH2 ) 4 CHs ] 2 1.5ml ( 

6.51111B01) sim^fc. iScuT?, m^metwimzLxp 

tCli [CO (CH2 ) < Ch'j ) 2 (Ce- HiiNH 

2 ) 2 isomg 

[0016] 
[*JS^10] 

PtCl2 coco (CH2 ).5 CH3 D 2 (Ce Hii 

NH2 ) 2 O^^. 

ifer, P tC l2 (OH) 2 (C. Hi,NH2 ) 2 0.50 
g (l.OOnmol) ICO CCO (CH2 ) 5 CHs ) 2 2id1 
(7.59iiiniol) ^MXrc. ^A^-^X, ^mMGtmmizLx 

P t C I2 COCO (CH2 ) 6 CHs ] 2 (Ce Hii 
NH2 ) 2 • 1/2H2 O 210l!g (lR^5g) ^f^ft, 
[0 0 17] 

P t C 1 2 COCO (CH2 ) e CHj ) 2 (Ce Hii 
NH2 ) 2 CO-&gE, 

PtCl2 (OH) 2 (Ce H11NH2 ) 2 0.50 
g (LOOmol) IZO CCO (CH2 ) e CHs ) 2 2nl 

(6. 73iiimoi) ^M^Td, m^mGtmmzhr 

PtCl2 coco (CH2 ) 6 CHa ) 2 (Cs Hii 
NHi ) 2 - 1/2H2 O 250iig (IK^335K) ^%tz, 
[0018] 

PtCl2 (OCOPh) 2 (Ce H11NH2 ) 2 0^ 
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9fr. PtCl2 (OH) 2 (C6 H11NH2 ) i 0.50 
g (l.OOmmbl) SCO (COPh) z 2.00g (8.84iiibo1) 

2 (OCOPh) 2 (Cs H11NH2) 2 200iiig (JR^2* 



*8%) Sr^fc. 

10 0 19] Effigy l~12-lf^^Lfca-fc-&!fe£D5j-«f7^ 
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